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New Drugs 

FDA approved lumacaftor 200 mg/ivacaftor 125 mg (Orkambi — Vertex) for the treatment of cystic fibrosis 
(CF) in patients 12 years and older who have the F508del mutation. 

Safety and efficacy of the combination drug were studied in two double-blind, placebo-controlled clinical trials 
of 1,108 participants with CF who had the F508del mutation and were 12 years and older. In both studies, 
participants with CF who took two tablets every 12 hours demonstrated improved lung function compared with 
those on placebo. 

Efficacy and safety have not been established in patients with CF other than those with the F508del mutation. 
If a patient's genotype is unknown, an FDA-cleared CF mutation test should be used to detect the presence of 
the F508del mutation on both alleles of the CFTR gene. 

The drug's most common adverse effects in clinical trials included shortness of breath, upper respiratory tract 
infection, nausea, diarrhea, and rash. Women who took it also had increased menstrual abnormalities, such as 
increased bleeding. 



Sacubitril/valsartan (Entresto — Novartis) has received FDA approval for the treatment of heart failure. 

In a clinical trial of more than 8,000 adults, the oral agent was shown to reduce the rate of cardiovascular 
death and hospitalizations related to heart failure compared with another drug, enalapril. Most patients were 
also receiving currently approved heart failure treatments, including beta-blockers, diuretics, and 
mineralocorticoid antagonists. 

The most common adverse effects were low blood pressure, high blood potassium levels, and renal 
impairment. 

Angioedema was also reported; black patients and patients with a prior history of angioedema have a higher 
risk for this adverse effect. Advise patients to get emergency medical help immediately if they have 
symptoms of angioedema or trouble breathing while taking the medication. 

Patients also should not use sacubitril/valsartan with an ACE inhibitor because the risk of angioedema is 
increased. When switching between sacubitril/valsartan and an ACE inhibitor, use of the two drugs should be 
separated by 36 hours. Because the agent carries the risk of embryo-fetal harm, patients who are pregnant 
should not use it. 



Brexpiprazole (Rexulti — Otsuka) was FDA approved to treat schizophrenia and as an add-on to an 
antidepressant to treat adults with major depressive disorder (MDD). 

Brexpiprazole's effectiveness in treating schizophrenia was evaluated in 1,310 participants in two 6-week 
clinical trials. Compared with placebo, the agent was shown to reduce the occurrence of symptoms of 
schizophrenia. Effectiveness as an add-on treatment for MDD was evaluated in two 6-week trials that 
compared brexpiprazole plus an antidepressant to placebo plus an antidepressant in 1,046 participants for 



whom an antidepressant alone did not adequately treat their symptoms. The participants taking brexpiprazole 
reported fewer symptoms of depression than those taking placebo. 

Brexpiprazole carries a Boxed Warning alerting health professionals about an increased risk of death 
associated with the off-label use of these drugs to treat behavioral problems in older people with dementia- 
related psychosis. No drug in this class is approved to treat patients with dementia-related psychosis. 



FDA has approved gefitinib (Iressa — AstraZeneca) for the first-line treatment of patients with metastatic non- 
small cell lung cancer (NSCLC) whose tumors harbor specific types of epidermal growth factor receptor 
(EGFR) gene mutations, as detected by an FDA-approved test. 

Mutations in the EGFR gene are present in about 10% of NSCLC tumors. 

Gefitinib is a kinase inhibitor that blocks proteins that promote the development of cancerous cells with certain 
EGFR mutations. It is intended for the treatment of patients whose tumors express exon 19 deletions or exon 
21 L858R substitution gene mutations. 

The therascreen EGFR RGQ PCR Kit was approved as a companion diagnostic test to identify patients with 
tumors having the EGFR gene mutations to determine which patients would be appropriate for treatment with 
gefitinib. 

FDA granted gefitinib orphan product designation. 

Efficacy and safety of gefitinib for this use was demonstrated in a multicenter, single-arm clinical trial of 106 
patients with previously untreated, EGFR mutation-positive metastatic NSCLC. 

The study's primary endpoint was objective response rate, or the percentage of patients who experienced 
complete and partial shrinkage or disappearance of the tumors after treatment. Participants received gefitinib 
250 mg once daily. 

Results showed that tumors shrank in about 50% of patients after treatment, and this effect lasted an average 
of 6 months. The response rates were similar in patients whether their tumors had EGFR exon 19 deletions or 
exon 21 L858R substitution mutations. 

These results were supported by a retrospective analysis of another clinical trial, which identified a subgroup 
of 186 patients with EGFR mutation-positive metastatic NSCLC receiving first-line treatment. Patients were 
randomized to receive gefitinib or up to six cycles of carboplatin/paclitaxel. 

The results from this subgroup suggested an improvement in progression-free survival with gefitinib compared 
with carboplatin/paclitaxel. 

Gefitinib may cause serious adverse effects, including interstitial lung disease, liver damage, gastrointestinal 
perforation, severe diarrhea, and ocular disorders. Its most common adverse effects are diarrhea and skin 
reactions (including rash, acne, dry skin and pruritus, or itching). 

Gefitinib originally received accelerated approval in 2003 for the treatment of patients with advanced NSCLC 
after progression on platinum doublet chemotherapy and docetaxel. The agent was voluntarily withdrawn from 
the market after subsequent confirmatory trials failed to verify clinical benefit. 

This current approval is for a different patient population (EGFR mutation-positive, previously untreated) than 
the 2003 approval. 

The therascreen EGR RGQ PCR Kit is manufactured by QIAGEN Manchester Ltd. 



New indication 

FDA approved a new indication for the antiepileptic drug (AED) perampanel hydrate (Fycompa — Eisai) as 

adjunctive therapy for primary generalized tonic-clonic (PGTC) seizures in patients with epilepsy who are 12 
years of age and older. 

Perampanel is a first-in-class, highly selective alpha-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid 
(AM PA) receptor antagonist first approved as adjunctive therapy for partial-onset seizures with or without 



secondarily generalized seizures in patients aged 12 years and older in 2012. 

The new indication for PGTC was based on results of a Phase III study with 164 patients aged 12 years and 
older who were having PGTC seizures despite treatment with one to three AEDs. Patients received 
perampanel oral tablets, once daily, up to 8 mg/d in the titration period and 8 mg/d during the maintenance 
period. 

The study showed a statistically significant reduction in PGTC seizure frequency with perampanel compared 
with placebo. In addition, significantly more children responded to perampanel than to placebo. Roughly 31% 
of patients treated with perampanel were free of PGTC seizures, compared with 12% of those treated with 
placebo during the 13-week maintenance period. 

The most common adverse events associated with perampanel are dizziness, fatigue, headache, 
somnolence, and irritability. 



Flublok Quadrivalent outperforms egg-derived vaccine 

Data from a recent clinical trial comparing Flublok Quadrivalent to an egg-based quadrivalent inactivated 
vaccine showed that Flublok Quadrivalent was better at preventing influenza last season. Approved by FDA in 
January 2013 for individuals aged 18 and older, Flublok is the first recombinant protein-based vaccine to 
prevent seasonal influenza and the first vaccine made without use of eggs. 

The study included about 9,000 participants aged 50 and older in which one-half received Flublok Quadrivalent 
and one-half received egg-based quadrivalent inactivated influenza vaccine. The results showed that 31% 
more people were protected by Flublok than by the egg-derived vaccine. It produced significantly higher 
immune responses to the A strains of influenza, especially H3N2. 

Because the vaccine is made without eggs, it is not subject to the mutations that are sometimes introduced 
into the vaccine during the process of egg adaptation and can cause traditional vaccines to be ineffective. 

Health professionals wishing to preorder Flublok may contact one of the following distributors: 

• FFF Enterprises: 800-843-7477; www.myfluvaccine.com 

• Cardinal Health: 866-677-4844; www.cardinal.com/us/en/SPD/Ordering 

• McKesson: 877-MCK-4FLU; https://mms.mckesson.com 

• Henry Schein Medical: 800-772-4346; www.henryschein.com/flu 

For more information about Flublok, please visit www.flublok.com. 
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